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Background/Purpose: Drug-induced liver injury (DILI) assessment requires = Access® was used to develop the Patient Level Assessment Database for DILI Lab values and date fields pre-populated by the ORISE Fellow but other fields (€.9., e cases of potentially chronic DILI (red bold) identified by the long negative
patient level analysis. Our objective was to create a Patient Level Assessment (PLADD). R-value) calculated by the computer. (Figure 2) Medical officer checked_da_ta and latencies meaning patients were still on drug and washout to normal ALT took
Database for DILI (PLADD) that would increase efficiency and consistency. . Initial testing and modifications were done by manual data entry of 44 cases then wrote Summary, Assessment and score. Notes & Alternate Diagnosis fields are . 20 6 months to resolve in 2 and did not resolve (listed as “NA) in the third.
_ _ _ _ on the form but not shown. Cases can be filtered text as needed. For example, the (Table 3) Median latency from drug start was comparatively short and tightl
Methods: A PLADD was developed using Access® and tested for manual upload from LiverTox® and two active INDs with DILI safety concerns. case shown mav be found b hine all ; “«Q70_O 1 y 9 P y ghtly
: : y be found by searching all cases for Case ID “979-001" or by the clustered around a mean of 44.6 days (green bold)
of data using 44 DILI cases from an IND and LiverTox®. Assessment of accuracy — w Access ® queries were embedded to summarize commonly needed DILL string “DNA” in the Assessment field. (blue ovals)
and ease of data entry for these cases was used to hone PLADD structure. parameters (e.g., latency, peak liver enzymes, age, R-values). Figure 2; Case form. Table 3. Modified Query 3 tabular data from DILI Consult IND 2.
Multiple automatically calculated (e.g., time from drug start to injury, time to : . o [ (oot ) | swey Clot0_1e8 | USAE UDrugstop  Evaluation for competing causes:
g _ ! = 36 potential DILI cases from 2 INDs were assessed using PLADD. age [ T opid [F WRace [ Ao 1 boe weeks JAE Drugreduced  Viral hepatitis _Problems/Competing dx a : : R
recovery) and SearChabIe free teXt flelds Were embeddEd' Querles Were CreatEd for p - g Date Stafm-ﬂi%ug‘lg Days on drug 4: 6.00 HVTS Law EDTUE holiday  Atypical viruses |Not addr:ssed v = caf:::sﬂi:tty Age Gender| Race Il-.l:\: ;::ZZ::::) Sl;zt::‘:l;r;:’r:] PAELETl( pnes:l-( ;I-EI:( BI:::;(IH “:'Ir::l":":‘::::;-
summary statistics for all cases and subgroups. PLADD was then applied to 36 = Each case narrative was read, al_'ld c_lata were uploaded by an ORISE Fellow ot st g |25 Sep- 1 ey o it } = H o } Fataiiy maging  Adequate / Negative . oososs TS o B T 1 TR Y "
i i i . .. atency from stop drug ' Al Not addressed - 10-45011 3 62 F  White TRUE 36 0 3535 1669 262 7.77 47
cases of potential DILI in 2 separate INDs. A trainee without expertise in DILI (ECV) who had no prior expertise in DILI. ilm:v:mn I _— e e e ’ 1003004 4 77 F  White FALSE a5 3217 211 NA 12 NA
Ll - - - - - T - i ' ' i T whiheve comes . Th eneer che e hermines o shat gy el SNCPEIL Sl Case — 10-05005 4 69 F  White FALSE 83 78 324 339 NA 1.2 NA
'mt'al!y read each case and filled in data fields. A physician with e)_(pertlse In Data entry was then verified by a medical officer (PHH) with expertise in DILI. pate Dilionset H-oep-ls njury 6 weeks after starting AVP and while st on drag, 10-18003 4 77 F  White FALSE 48 1 235 183  NA 1.2 33
DILI independently checked each entry for accuracy. After corrections, the = This medical officer then used PLADD to diagnose DILI likelihood using the oo = b < B . Her ver tests were normal at baselne. However HEV DNA's were being check 50 1015005, 4 56| F | White FALSE 44 28 296 355 NA 12 2
.. N oy o _ _ o _ ASTonset 41 AST onset/ULN 1.2 Rvalue onset (AST) | 066] | imably she had (+) HBV serologies at baseline. No details given. On Sept 11 10-34002 4 74 M  White FALSE 38 4 477 399  NA 1.2 37
phySICIan Used PLADD tO adJUdlcate DILI ||k€||h00d on a Scale Of 1 tO 5, Where 1 DILI Ne'twork IlkeIIhOOd Scale for 1 to 5 Wlth 1 bEIﬂg dEfInIte and 5 bEIng '::;::::’E:znse': 2012 ::LP onlset[ULN/ 1.84 "R greater of the two. 2018, her ALP rose to 213. By Sept 25, ALT and AST ha_ld increased,a_md_on Sept 26, 10-40001 4 76 F White FALSE 35 _7 488 226 NA 1.2 33
i ini i i - o e cvaliation, Us was negativ forgalktone discase: No ather indings mentioned. 10-43013 4 64 M  White FALSE a1 24 137 129 NA 12 16
IS definite DILI and 5 1s Un||k9|y. un“kely. BlllruBti):inoc:]r;ztuL:nrr:I::mg O.OE ot o o o EBV Dwgwas:cu.:ldto be zc?sitiveloLOth,bZC!lS, llalutfata;gahredn:h;llowtiier. N 10-45007 2 68 F  White FALSE 42 311 361 258 NA 1.2 357
?esul_ts: In IND 1, PLADD summaries fou_nd significant differences_ bet\_/veen | = Several automatically calculated field were embedded including latency and R B e areto N oo oo & coted for: No ther evaluation 004003 3 o] F white [ FALSE . o s sl wa 12 152
DILI in heathy volunteers (HV) versus patients, that were unrecognized in 2 prior washout times based on entered date field. R-values at DILI onset and peak A gy e o e o receivd cylophosphamide from Aug 14,2018 o Sep 13,2018, Thereater 60-06003| 4 57| F | White | FALSE 41 2 41 232 130 12 37
- - - - - - - AST peak 117| AST peak/ULN 3.44 e P 027 she received rituximab but not until after injury onset (starting Oct 23, 2018). 70-02005 4 75 M White FALSE 42 0 430 192 NA 1.2 23
DILI consults. Patients with DILI had a median age 27 years older than HVs with were also automatically calculate based on lab and upper limit of normal entry. o bk p 25_5ep_1;\ st o E:zymesg:dua”w:ied afterstlc):pmgm. | | 80-02007 4 60 M  White FALSE 36 2 669 246  NA 1.2 22
DILI (58 vs. 31 yr.). A cholestatic DILI was noted in patients but was not seen In ALP peak Tsoa A peakfr“* 12.96 i‘:;f:z : ;j F__| White | FALSE ;j ; :jf ;f; ﬂ':j 11-22 _j;}
HVs. In IND 2, PLADD showed a narrow latency (mean 44.6 days, SD 10.6) and Resu |t S an d D| SCUSS | on slirubinpesk | 17 Biibmpeok/ | 142 Mi 56 35 311 137 129 12 16
a 12.5% chronicity rate. Both findings were important to a partial clinical hold R e ! By TN i o
deCiSiOIl. The trainee,S data Cntry was approximately 95% COI’I’@Ct; iIlaCCU,I'aCiﬁs MEdical OfﬁCEI’S are expected tO use the Cases FOrm (red Oval) to do their Bili peak umol to mg‘ O.UD| Bili peak (umol to mg)/ULN 0.00 T Std Dev /7.1 10.6 /5.9 884.8 459.7 1.6 91.8
stemmed from need for expert input (e.g., defining date of DILI onset) and assessments case-by-case. (See Figure 1) Data would be pre-entered for them. e 255515 Date ALT norm e Timemgi!fj:jij't';:f:j;[:AL'W =gt sty Grdmin
misinterpretation of medical terms before data entry. PLADD saved the physician Medical officers can then use the standard Queries (green oval) to look for trends ¢ o oo oo AT ol 05Octii&??ﬁ?ﬁ;ﬁ%iﬁ%?&?iffél;ﬁt‘;\giifff whic mplesceeca SU mmar
approximately 2 work hours/consult. or similarities between cases. Queries are easily exported to Excel for summary st Washout 0K AST 2 Days to Washout AST normal 110 gy pterndoe o RV, wrich s gl egtaclr he y
C I - . PLADD - b I - h bl StatIStICS (e-g-, mean age, mean |atenCy, mean ALT Value) and graphlng. D:resto WZ:Z:«UTSO%;T? 15_0Ct_ij Ezi:m;rh:ilmp normal Od_Dec_;i increase on Sep 11, 2018, so IatenchaIit,tIe shorter at 29 days. ]
onclusions. may Improve assessments by supplying a searchable = Data entry by the ORISE Fellow was approximately 95% accurate.
com_puterlze_d case form and summary statistics for |dent|f|_cat|_on of trends and Figure 1: Menu of Tables, Queries and Forms oo ahou S| oot st e : _ _ « Medical officer estimated that PLADD saved about 2 work
outliers, which might otherwise go unnoticed. DILI expertise is not needed for g ' ! ' Query 3 filtered on healthy volunteers with at least possible DILI (Causality Score Lours/IND
data entry but is needed to ensure data accuracy and for case adjudication. < 4). Median age of 31(blue oval) significantly lower than for patients (Tables 1 vs. _ _ _ _
PLADD will be tested by other physicians for further refinement and then for Tables 2 2). No cholestatic volunteers as indicated by all R-values > 2.0 (blue box). " Use of PLADD helped identify an age difference between DILI in
automatic upload of NDA data, obviating manual entry. B .1 Mother Tabie Table 1. Query 3 tabular data from DILI consult IND-1—Healthy Volunteers nealthy volunteers and patients, and a cholestatic injury In patients
[ ID czz:tt" Age | Gender | Hy'sLaw s::::::;‘::) la::'ﬂ:;m ALT peak (U/L) | AST peak (U/L) | ALP peak (U/L) B“i::’nt:;'d': 3k 1 R value peak OVer|OOked |n pl'eVIOUS DILI COﬂSU|tatIOnS fOI’ thIS IND
Intro d e tl on ] Age i s o | F | s 1 : o8 o 0 5 sl = Use of PLADD drew attention to a potential chronic DILI that might
td Causality Score v 33 P s g st 27 120 . have otherwise gone unnoticed without PLADD’s Queries.
= Drug Induced Liver Injury (DILI) remains a significant challenge in drug 3 Evaluation of Tests 0114001 S I T e B o5 108 e ol sl " PLADD highlighted a short and narrowly distributed latency from
development. B Gende: st 3 m P s s : 22 E 12 - drug start that helped justify a partial, rather than full, clinical hold.
= Case level assessment by medical officers in the Division of Hepatology and . e % 0 1as 5 13 L2 220
Nutrition (DHN) is time consuming but necessary for risk assessment in BLAS 5 Quadrants itstron |3 e T T st 1 : 6 158 120 0 s CO NC | LUSIONS
and NDAs. B3 Race prorasan |3 | s | M | rase 0 1 162 u 120 Y T
= Lack of a structured, case level DILI assessment tool in DHN may lead to T RUCAM POINT - e /E\ oF T owys v T R R R v 12l sul = Data entry into PLADD can be done accurately by non-medical
inconsistencies and overlooked data in DILI consultations. I —— = : \?_9/ oW : o 2430 1170 s 24 o officers without prior expertise in DILI.
) PO T cagev  om Sw  us e ws  wu  om o " Medical officers still need to verify manual data entry and assess
£ Query 3 filtered on patients with at least possible DILI (Causality Score < 4). Cases.
_ Median age of 58 (blue oval) significantly higher than for volunteers (Tables 2 vs = PLADD can increase efficiency in DILI assessment by creating a
Our aim was to developed a searchable Y ameters 1). Two cholestatic patients (R-values < 2.0) highlighted. (red ovals) structured, searchable database of assessments.
database for case level data entrv. note ‘Table 2. Query 3 tabular data from DILI consult IND-1—Patient ¥ = PLADD can help identify drug specific DILI signatures (e.g., typical
Y, R D | s | Aol | Gender | bystaw | R | S T | AT pesk (U1 | ASTpek (U1 AL sk 0] *(° PR | Rl pk latencies and patterns of injury) as well as Important outliers that
- . 32010203 3 58 F FALSE 16 -1 63 144 507 1.0 0.36 I I
takl ng and DI LI assessment' 32310303-2 4 46 M FALSE 11 -10 477 194 338 3.2 k mlght OtherWISG be OverIOOked o
0T 3 TNM FASE 4 0 288 124 2802 211 Cécz: = Because PLADD is Access® based, it is amenable to computer
= | Median 58 16 -1 288 144 507 3.2 036 -
Vi .2 i : 7 o T upload of data from ADaM or STDM datasets in NDAs and BLAS
Min 3 46 11 -10 63 124 338 1.0 0.29 1 1
Mean 62.7 22.7 -3.7 276.0 154.0 1229.0 8.4 1.6: ObVIatIng the need for manual entry
Std Dev | | 15.9 | | | 13.1 | 4'5. 169.2| 29'4. 1142'6. 9'0. 1.8J




